BC Children's and Women's Hospital, Vancouver, BC, Canada. RATIONALE: Parents of children with food allergy can experience anxiety and difficulty coping, which can affect the child's ability to cope with management. Predictors of parental anxiety are currently unknown. The goal of this study was to estimate the magnitude of food allergyassociated anxiety (FAAA) in Canadian parents and determine factors associated with high anxiety. METHODS: Food Allergy Canada, a not-for-profit organization supporting families with food allergies, emailed parent members in Fall 2017 inviting them to complete an online survey about their FAAA using a visual analogue scale, which measured FAAA on a scale of 0 (not anxious) to 100 (very anxious). Multiple linear regression was performed to determine demographic, clinical, and psychosocial factors associated with FAAA, and standardized coefficients were calculated. RESULTS: Of 1,244 parents who clicked on the survey, 548 completed it (44.1%). Mean FAAA was 71.2 (95% CI: 69.5, 73.0). Those with higher FAAA had a higher parental burden (beta50.51, p<0.001), higher perception of risk that their child would have a severe reaction (beta50.13, p50.001) or die (beta50.13, p50.001) if they were to accidentally ingest their food allergen, as well as lower tolerance of uncertainty (beta50.14, p<0.001). The overall model explained 52.8% of the variance (p<0.001). CONCLUSIONS: We identified psychosocial factors associated with parental anxiety, including risk perception, intolerance of uncertainty, and parental burden. Parental burden appeared to be most strongly associated with FAAA. This will help us develop a validated diagnostic tool, so that clinicians can more easily diagnose FAAA and provide support/resources to those who need it. Christine K€ uhne-Center for Allergy Research and Education (CK-CARE), Davos, Switzerland. RATIONALE: A defective epithelial barrier is present in the pathology of allergic rhinitis and asthma, however, the underlying regulatory mechanisms remain poorly understood. Histone deacetylase (HDAC) activity is identified as a crucial driver for maintaining allergic inflammation and tight junction dysfunction. We hypothesized that epigenetic activity is altered in allergic rhinitis and contributes to epithelial barrier dysfunction. METHODS: Nasal epithelial cells (NECs) of controls and AR patients were cultured at air-liquid interface (ALI) to study trans-epithelial electrical resistance, paracellular flux of FITC-dextran 4kDa, together with mRNA expression and immunofluorescence staining of tight junctions. ALI cultures were stimulated with different concentrations of JNJ-26481585, a broad-spectrum HDAC inhibitor. In vivo, the effect of JNJ-26481585 on mucosal permeability and tight junction function was evaluated in a mouse model of house dust mite-induced allergic airway inflammation. RESULTS: HDAC activity was increased in nasal epithelial cells from patients with allergic rhinitis and correlated inversely with epithelial integrity. Accordingly, pharmacological treatment of nasal epithelial cells at ALI with JNJ-26481585, restored epithelial integrity by promoting tight junction mRNA expression and protein reorganization. In vivo, house dust mite sensitized mice, treated with JNJ-26481585 had decreased eosinophils and levels of IL-4 and IL-13 and bronchial hyperreactivity compared to saline controls. In vivo, JNJ-26481585 treatment reestablished nasal mucosal function through increased mRNA expression of tight junctions. CONCLUSIONS: Our findings advocate increased HDAC activity as a novel intrinsic regulatory mechanism for defective epithelial barrier in allergic rhinitis. Blocking HDAC reconstitutes barrier function and appears a promising novel target for therapeutic intervention. Hallym University College of Medicine, Anyang-si, Korea, Republic of (South), 4 Seoul National University College of Medicine, Seoul, Korea, Republic of (South). RATIONALE: Age-related cytokine profile in chronic rhinosinusitis (CRS) should be investigated for precision medicine. The objective of this study was to characterize the immunologic profiles according to age subgroups in each subtype of CRS and suggest clinical implication. METHODS: Twenty-three inflammatory markers were investigated in nasal tissues using multiplex cytokine assay and ImmunoCAP Ò . Agerelated changes in key cytokines were identified in CRS subtypes. Pediatric (< 18 year-old) and geriatric CRS (> _ 60 year-old) were characterized immunologically. RESULTS: Control tissues showed a moderate age-related decline in several neutrophils-associated mediators and remodeling markers such as periostin and TGF-b1. Like control tissues, non-Th2 CRS (CRSsNP and non-eosinophilic NP, NENP) also demonstrate a decrease in neutrophils markers. Expression of neutrophilic markers such as CXCL-1 and CXCL-8 correlated to CT scores in NENP. Therefore, NENP showed an age-related decline in CT scores. There was a modest positive correlation of age with Th2 mediators including IL-5 in NENP, whereas myeloperoxidase and IL-17A increased in Th2 CRS with ageing. IFN-g showed age-related increment in all subtypes of CRS. However, these age-related cytokine changes was not associated with disease extent based on CT scores. Pediatric CRSwNP was mostly non-eosinophilic, characterized by upregulation of CXCL-8 and S100A8. In geriatric population, CRSsNP showed upregulation of BAFF and downregulation of TGF-b1, and ENP exhibited downregulation of IL-13. CONCLUSIONS: There was age-related decline in neutrophil-associated mediators in controls and non-Th2 CRS such as CRSsNP and NENP. These changes may affect disease extent in NENP. Age-related cytokine changes are associated with different endotypes according to age subgroups.
